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ﬂ\%ﬁm\@ﬁiﬁmfﬁﬂAkbf 1 HIKHE 1kg 729 0.025mg % 1~3 [B[(Z53 1) TR 4%
5325, Uk, ekl ﬁbfikﬁ%#ﬁ%néif%ﬁ_% T 5, WE, MRFEIT oY
NAELTI HIKE lkg H720 0.1mg & 1~3 [BENZ/3 T TROK ST 5,

7pd. i, FERICE U CEEE T 5,

(2 RERUAEORERM - B
TR L

. BERVHEEICEET IE
FEESN TR

Euul;ﬁﬁk!fﬁ
MEBEERT—4%/1\vF5r—o
RZ L0

(2) BE PR Z2 IR 5 ER
MM ER e L

Q) RERIERFRHER
U L

(4) R AR ER

1) ARG BR
S AR
FEERE, RERESE 2R L L “HERIEEABRIC L > TN () #E (47 m=—,
RALFEAE, Lennox JEMEAFSE) | FEHHEBIEAEIC AT D2 AANOA AR D 5T D 29,

2) REMHR
AR L

(0) B - mAEAIGEER
U L

- 10 -



(6) A ERI(E A
1)1§Fﬁﬁ£‘fﬁuﬂ§ (—ERABERE. BEEARERAE. FRARBLRAT) | BERFTET 2~ —
RAFE. WERFGRERABRORNE
ﬁﬁﬁﬁir’fﬁ?)ﬁﬁ
K% 6 FMICHA S - ARER] 1,734 B, KGR A T T TR OBRBITHEH S 7z ol
938 FITH-T=N, ZD ) LEKRBEZFMETHIZHTY Euufﬂ?ﬂﬁér%§¥ffﬂ51,ﬁﬁ ELTWD 417 4

IZOWNWTHD &, KRBEZ T EEUIDHRONTNORBIZON TS, KRR E TOFE MM &
FIRREDOHRAHFELN TN D,

Fo, HRWIMPICIE Lz 1,734 B, BVEH OB EOTZH A H 5 1,731 FHlCORWERZEE=RIX

14.73% (255/1,731) . ABEF TORMAERAEE 48.35% (778/1,609) & HA_NEFEICKME TH-7- (P
<0.001, x’*HE) .

DEAPBEHELTERFEOHANBXITIEREL-AE - ABROME
LR

(7) Z At
— R R AR

TR £ TIZEM S -EN 35 figk. 1,485 BlickBW\WT, A& (AL E) 1X51.1%Th -7z,
FERRIERBIOFNE (F2hLLE) 1TkOEBEY ThoTz,

FEAER A= (%)
AN GEED) FEAE 452 (328/726)
R E ) R A 49.6 (66/133)
B R ISR 75.0 (12/16)
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VI. EMEE(CEI HIER

1. EEPMICEEHSILEYMRITILEYEE
R OTEE U RIEEW
HE  BEEOH HILEMONRE IR EIL, OB HLINTIRMXEELSRTH L,

2. EIB{ER
(1) YERERL - fEFRHERE
GABA 41 L, TANADRIEOH %2 H583 5,

(2) EshERT1T HREBRBHE
1) BT WILAAER 40
P pentetrazol 1T WILAAEH 49 (= D A Z v §) Ht bemegride (T W ALAAER ¥ (= 7 R) [ HL bicuculline
TWINAER© (=7 R) | $Lstrychnine {TWIVAEH 9 (=7 &) | HT picrotoxin W ALAAER ¥
(w7 R) WITHEETOVIAMER “9 (T RX) B3HV . KR pentetrazol 1T WIVAAER 3
HTh s,
2) MBI RET D /EM 4D
RS K ORI K 22 5854 9 (F > b *=32) | pentetrazol #F M FEAER 9 (T > )
A ONT penicillin FEFE T WVIVARE D (=) Ik LI&IEHR Z2R7,
3) WEME/ER ®
BN 21 TE) 2 " JRLERSE H 7~ b} OY6-hydroxy-dopamine {HIIM SR RITALE T ~ M2k 2 #HI1EH
DRDHNLTND,

() fE MRS - AT
DR L
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VI. E¥EhkReIcBH9 518 H

1. MAPREDHRE
(M ABELAEMNGLDRE
B L CIEAA O I BE IR S TWVRW A, TS Tl 13~90ng/mL & DAL 2938 5,
ERNOHE D2 W T, /ML RADOKRIBREOEFE T ANAVBE B HFICARZEE L, 7 a7 B
LADIMAFIREZRE LT 5THO 5B AEE SERTINE] LTz 45 Floo i FR 1L 3~40ng/mL TH - 7=,

Q) ERRABRTHRAIN LD RE
fERERR AN BIEIC 7 BB XA Img 2 HEE 05 U356, REMEO M PR 34 5% 2 Rl Tk
mfE (6.5ng/mL) (2 L7, MmH IR 27 R CTh o 72,

(ng/mL)
10
1M
T
o5
i
i3 &\>
0 L
| Il | | I
012 4 8 24 48(IRs[H])

£ 5 % KM
TERERR S BRSO #5452 D
7w F B R NREHERE (n=6)

Flo. RBEIEZRT/NRTANALE 20 flOHE DTIEL, 7 v B N0% 1 BH¥Y 0.1mgkg & # 5
L7z & & OMmAREEIE 34.0~56.3ng/mL T, FELEHHIE & IEIHIF Tl PRI ELZRD 2o T2,

(3) P&
BURE AL CIEARAN O B ER 2 BT 5 I PR EE IS S 0TV RV AS | SN CTIXEITEH BB C 40~
265ng/mL & OHIE IRH B,

D BE - HHAEODEE
MR L
2. EMREERD/INS A —A
(1) fET A%
YR L
(2) R IR R FE FE 3L
MERe L
Q) HEXRETEH
MMERe L
DoIVF7IUR
AN A
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B) nHETE
MM ER e L

(6) 2 DAt
LB L

. BEE GKEalL—v3>) B
() BBH 5%
KRR L

QINTGA—REEER
MM ER e L

. RN
NAFTRATEY T ¢
90% (7 v k) 12

Ve AN

il
(1) I &—Axi B P9 @i i
wiEd 5, (Fy b A1)

(2) M T — e R AAPSEA M
BN EERT S, (Fv k) 9

3) Tt ~OBITH
BT 5, (T v M 3mgkg # 05 1 BERB O IR 2 1B/ S A REIL 62ng/mL ThH-72) 19

) A~ OB
DR L

6) Z DD EBADEITHE

UCHEHR 7 o FERLEZROKE LGS, &5 2 FEE IR, B, B2 <O0mLTEBY. K
W B 2 <GB R IRE L 0.5~1.1) S AL TW5S, (Fv k) 2

(6) MIFEBMHER
#95% (& MILIEEA. invitro, [RIMEIEIE)

. Rt

(1) R BHER AL B U BB R
JaFEBRAMITIMNO= b ERETIN, 7-7T I EKERT-TEF AT I RIS D,
NI 7 BB XA Img ZHEIRR OB L2550 FERRPREEE LT, 7-7 2K, 7-7&F
T2 IRBB E T,

H H 0 H 0
CH,CONH
OZN N HzN N N
a cl Cl

VA=2 - UN 7-7 2 /K 1-TEHFNAT I /IR
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Q)RBIEE5T 28R CYPH) OHNFE. FEX
7 v FEARAORBITITT b7 v — L P-450 BNEE LTV DA, o FREIZRE ST R0,
(%) KLONOPIN® TABLETS O KI[ERFFSCEIZLL T OFLHA 5 5.
7 aF B RAOBLRETIIET F 7 12— 4 P-450 (CYP3A Z#&Te) NRKE <L LTW5 Ak
WD %,

B NEBEBHROEREUTOHAE
DR L

) RBEVDOFEDORBRVEML, FHELLE
ERB D T-7 X 7 KOTUT O AAERIERZELRIZHA~TEN 9,

1. Bt

(BRI O
[VI-7-Q)4Ei R | DIEB

()=
BFEANT—%) 10
UCHEFR 7 v B R A HER O G 4 B £ TIZEPIZ 10~30%. KT 40~60%13FElE S iz,

()il
AR L

8. b3 URK—5—IET Bk
AR L

0. BITHIC &L HREE
AR L

0¥ ENERLZHIT HEE
M ER e L

1. 201
MM ER L
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VI. £&% (EALOEESF) IR HIEHE

ERNREFTNDER
EESN TN

R IR

)
[

. ERRBELEDEH

BE (ROBHEICEFBRELGNWI L)

AFN D BT U BUE DREERE D & % B
SVEPAZEMARNIEORE (i ) AMEHIC K VIRIES EA L, JEREZB LS EL2 203D 5, ]
HIEMEPEORE DEREZBELSELIBZNARH D, ]

NN NN

A
.2
.3

3. PEEXIIMREICEET 5FE L TNDER
BE STV

4. FRZERUVA=ZICEET 5FELEZTDEH
FEESN TR

5. EELEXRMIR L ETDER

8. EELEAMNIE

8.1 BEHAMIZIRK., SHLOXHOERPRH LD ERHDLDT, AKOEREIIVENSERIEL,
[EE e B TS5 2 L,

8.2 HEHAHICB I 2B EBOEMBBL LW LEEDOTILICE Y CANLABERBRERD DD Z &
DHDHOT, BEZPIETHHAICIE, RAICHET SR EEEIZITY 2 &,

8.3 IRA¥ME QEHEU LORIERZ L) OB 5 BRE AR KRGS 5 L. RERRIEOTE M
AT HZ &N, 2. BT Lennox JEMRRED BE AR Z #5945 & induced microseizures (FE
IR DLW IIETE) 2FHETHIENHDHOT, BEEZ+HDIITV., 2O X REREH L b
AT e g 2170 2 &, [11.1.2 ]

8. 4 AANTHHERIAER NS BEMH I SN 50T, WED RIS EET S Z &,

8.5 AFIZHEINTNDETANAMERFTICIL., 7~ oL (R U7 P USRIERETED) 2585
Lignwz &, [132%/#]

8.6 AL THMICHT - BHEEE, MM EEITH) ZEBLEE LV, [9.2, 93, 11.1.4 2]

8.7 IR&., 1EE - £y« KEEERENEDIK TR EZLZE08H 5D T, AFHG T OREITITH
FEOIEIRE IR A ) R OBEICEE S TR WL TEET DL &,

6. HENEREHIHBEHICHTIIR
(DEHE - MEEFOHLESE

9. BENDERZETHEBICET HIE

9.1 GHHE - BEREOHSESE

9.1.1 DEFOHDIEE
JERBELT D2 BEN0NH 5,

9.1.2 NICHRENEEZTDHSESE
TERRELS H LN BENND 5,

9.1.3 FFIRHEEDET LTWSESE
SERDETOIBZENRH D, [11.1.2 5]
9.1.4 THHEH

BIWEH 2 B 590,
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2 BHREEESRE
*3!5{1@7%352@?‘6 BENRD D, [8.6 ]

Q) FFikrelEE R E

9.3 MFHRElEERE
ﬁFﬁii))@L@“é:&%ﬂﬁ?%éo [8.6 ]

D ETEREEET HF
BIE STV

(5) 4E 8%

9.5 147
B0 XAFHEHE L TV D AIREME O & 5 etElCix, IR EOBF WM (FHMADO TADABIERER X,
JE R AAREESRIRRE N D5F D) NMEMEE LA D LB SN D GBI OREETHZ L,

9.5.1 #FiR m@&/fJT@t/+£ﬁ()7@NA\7uw97fﬁ#vF%)%W%bf
WBENHE L-HAERICBW T, DEZR, DHUESENMHBEEL LR L TAEILZ WL DES
IFRE S T b,

9.5.2 XUV UTRE U RIEHITHAERICHFLEEE, lEH, THEME T, FHERELT, WEBRE, mER,
fEAR, BRG] - HERENG . FT 2 —F . S, mhRom. R, KRR, ﬁ% %i +z
ERHEINTWS, B, 26 OMERIE, %mrﬁ%émiﬁéﬁﬁﬁkbfﬁiéméﬁ
bbb, T, XUV UTEEUREATHARICEEOHBAE T ERHREINL TS

9.5.3 /AN EA Lch, HERTARICEERIER S H Hbhd Z e, XUy UTEE VR
WA CTHE I TS,

(6) ZEL1%

9.6 &3.im

BHERETSH 5T L,
9.6.1 & FEFFLHFIZBATL, FAERICBOWTEMEZEZ T 8B, /-, HEAHERTIE
FNRH 5,
9.6.2 D>V VT B UREA (VT E/RL) T MEEELHFICBIT L, BrAERICEIR, (KER
DERE T ERRESN TS,

(N IMNRF

9.7 /NR

9.7.1 EHARKRER. LR
IRHAREIR, FrER ARG & U BRRERILSEM L T2,

9.7.2 3LR. H»R
Wl , & X ZMERRIE N (bm?ﬁiﬁff) WETEELE T ENHDLOT, BEL HHIZITV, 20
KO RIERD S b oG IITE G2 1T 572 E@EU R LEA1T5 2 &,

8) mnE

9.8 BEHE
DENOREZAT 5 EREOREBLBRE LD, HEICKSG TS L, EIAFHEOR
TERD D BT,
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1. HHEERA
(D HREEEEDHER

BUE ST
Q#HAFEEZTDER
10.2 BFRERE (BRICEET S &)
HF 4 % BN - BB 71k PR - faRIN T
PLTADAH UTOESWENRHLOT, AAlL | EFIEIAATH S,

b XU A R

EHT 25 A8121E, 7= A > OI
TRELZE =2 7 TH2ENEFE
LU,

c KFNI L. T = b A D
DR T35,

Tz b UOMTEEN FRT 5,

T x ) TFT VAR

T a— L (fRiE)

FiC A AR PRSI R S 5 = & 35
SNVEYVRFEEE | B 5.
PR LA PR AEBIRE I 2SR S5 = & 2

HbH, PEHLRNT EREE LS,
R EETERETIHAIITEEICE
5452 L,

&I HAR AR R E
EET A0, HAILEH
FHEETHIENEZLD
nTWnb,

E® T LB I EH

7 any 7 BRF T R TR R
Lzt ERDHD, LN &
NEF LW, K2 B THRET 58
BlIEEICRET 52 &,

VAV 2 =1 "3l N VIUN

TTY o AERE (RMEIEER) 2d
Hbilc L DWMENRDH 2,

WFIIAHATH %,

8. EIEA

1. B4R
WORWERNH LoD Z LB3H D OT, BELE+oIITV, REDPRD LNEEICIEIRS 21k
TR CmURAEEITY L,

(D EXZEIMER & AHER

1.1 EXLEIEA
1111 {&&FHE GEEARH)
HWAICEVAELDZENDD, o, HEAPICB T 2&5EOLMRBLD 720 LES5OH IR X
D, TOVRARIE, AR, Rk, FIR, A%, %, 2REOBEUERR S Lbivd Z &b
DT, G EFIET5E5121E, ReICBET 2 EEEICITY 2 &,
11.1.2 FEIRHIEH] (0.1%AK0) . BEERP O ZIFRFEE (0.1~5%AKi)

BH 2T IET 52580032 IBET D EEIZITY 2 &, [8.3. 9.1.3 &M
11.1.3 RIBBE, #BiFE (TN LHEERY)

BeH AP IET DA IR A ICEET 57 SEEICITY 2 &,
11.1.4 FF8EEREE . |E (O3S HEE R

AST. ALT, y-GTP & ERZEZ {49 RS, HERb b R 5, [8.6 B
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(2) DD EIEA

11.2 20t DEI1ERA

5%LL E 0.1~5%K7is 0.1%AK7i LN

FEeprpRsR | IR 24.7%) 5 | O FEV, EEGH, | BHE, fTEMRE . | BEREE. EEhl
5o% (15.6%) i (R, | EIRITIE, FR | 2. TEEJMET,

B | MK, | BE. FE (R | iKE. Lo, B
THENRLE, 8 | KT, EEIHIE) | TRE, AL 4
SRR, SR, A% .9 OREE. &K
HEE, AR, b BSOS

55 D%, R

N M n% I R S Sy
W2, PRI

R AL B33 te, 7&HA
(A AN (PR E AN, FHl, 'z | g5

) | BHCRIE, | W, AT, N

L, WErE, WET | 9B

[ N
WASR 2 PROGEE . HEDR [R5

11R7¢3 MRS iR
%, BBk
b A

AT AST, ALT 0 L5,
LDH, y-GTP, ALP

D EF

TEHEUE % HEUER
Z DA 7). a1 | 1ETY (B, B | PERRBGR. 97,

HD HEPAT) o JEBA, | (REHN

WOE HREANIA
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SEEAEIERARBEHEER VRRREBREE K
?\'

FRERIE F T O R & O7KGEE

O AR A I D BITERRBBEE" (7 Py - YR FY—LDOREFD

FHAE 5L 5206 i
BIERBBUEGE | 1423 B (27.3%)
RIVE R BUE S 1978 4
RIEH ofitE FEBUF (%) AIEF OFEdHE FEBUF (%) BIVEH DOfEHH FEBUF (%)
iR - RiEHERES IR RES —fRpeHEE
FH (SEME T, WE RN 3(0.06) TR B 4(0.08)
TETEINHISE) 11(0.21) I K] 3(0.06) IREEHEN 1(0.02)
HEhE 9(0.17) ERER IS 2 5(0.10) FEEN 2(0.04)
N 27(0.52) HEHR HR D SRR A 3(0.06) T 4(0.08)
TEE) AR 60( 1.15) IR A 1(0.02) l=9R3 28(0.54)
TEXVT RFHEST) 5(0.10) % 2(0.04) 1ETY GEE, B 3(0.06)
i ERBRTTAE 1(0.02) Wi Ny 143(2.75) B3Vl 1(0.02)
iz 5(0.10) |REES irwal=s 41(0.79)
T P 11(0.21) & 1(0.02) | Z0Dfth
ANONRFED L RN 3(0.06) H 29T 2(0.04) VWO E 1(0.02)
PR 1% 1(0.02) AR 12(0.23) | A~BH
H oA 5(0.10) | BIERESE R 1(0.02)
AR 1( 0.02) e TP 4(0.08)
PRH 4(0.08) L 23(0.44)
GV 11(0.21) Mg - 14(0.27)
SHE 4( 0.08) T 2(0.04)
LU 4(0.08) P 1(0.02)
R T 18(0.35) A% 3(0.06)
AT 3(0.06) ) 1(0.02)
HEWN 27(0.52) W3 2(0.04)
SbHoE 397(7.63) RBRTHE 1(0.02)
Fo7 1(0.02) BEARIR 40(0.77)
FHEE RN (FRHES) 68(1.31)
PRSYIN: 1(0.02) 20 3(0.06)
RS0 2(0.04) (A 3(0.06)
#5 ) 22(042) |MRBRAES
= 1(0.02) Jiii7 1(0.02)
TENARZEE 21( 0.40) JRRAE 16( 0.31)
e 726(13.9) HEIR R 5(0.10)
GRS 9(0.17) SR = 1(0.02)
EN 2(0.04) | FRMIEREEE
B ARAEH] A 1(0.02) 2. 1(0.02)
PEHR R AR 4(0.08) |BMmEk - MAREE
PAFR 1(0.02) A ifn Bk 2(0.04)
IRy 4& 1(0.02) |BFh# - BERES
L5 2(0.04) IR RE R R 1(0.02)
BRSO 1(0.02) AST L& 10( 0.19)
HERE 1(0.02) ALT k& 10(0.19)
R )k n 1(0.02) y-GTP k5 2(0.04)
AR ) 2(0.04) |3 - RBEE
EEET 3(0.06) ALP k5 5(0.10)
PR LDH & 3(0.06)
(FHs R, BLEES) 60(1.15) | RIEMEHRERES
Kot 1(0.02) M EAE 1(0.02)
NS 2(0.04) pis2 9(0.17)
R 8(0.15) |ZMATERES
TEYHE 4(0.08) H R IR 1(0.02)

L ORERIIRERRENEMAFEICE LD T, ZOHEELFRR L,

PRRRERRICKETEE

FEESN TR
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10. BERE

11.

13. BEKRE

13.1 fEK

IR, SEEL, BME, PR, FRRE], MERTENEZ 28T H D,

13.2 &

AR O ERGAHE IR DONTZHEDORE L LTI A~ E=)L (NPT B U 2B
A) B LN E, (KFHZREINTOWD TANAVBEIZ IV E= a5 L, TR
B (FvwiAd) 3% LI oRENRH D, ) [8.5 M

BRALDEE

14, @RALEDZFE
14.1 FEFIRFFDFE

PTP WEEDHANL PTP o — F LV L CTIRAT A L 9834252 &, PTP o — FOBEMKIZE D |
TS A E A BIERIEA~TIA L, BT EA 2B 2 L CHRIRAA SO EERAIHEZ R T Z &
N 5D,

12. ZDHDEE

(D ERRRERAICED < I1FH

15. ZHDEFE

15.1 ERERERAICE D 1F#R

1511 BELEHEABRKEINSEWEFICZ LT =L (R DT PEUSRERETAD) 255
SNT-RET, FlcAh R ZRE5T 2568, RAIOER - fud OIVAERNE L, BIET 58%
nnds,

15.1.2 EHh CEM SNT-EEOPFICTANAIRICEIT D, TAMA, FEEESEZ 5L L1- 199 O
77 2 AR RREERRBROMREFHERICB W T, ARSEL AR EROREEDO U X7 03, HiTAn
WEDORABET T 7 B AR L i U CTRI2 5@ < (BT CTADASEIRAEE0.43%, 77 B AR#:0.24%) |
PLCAMAEDOIRARETIX., 7T B RBEE 1000 AH720 1.9 NS W EEE SN (95%(E1E
XH:0.6~39) , £/2. TADABREOY T IV —T7TiL, 77 vFREEE L1000 AH7=D 2.4
ANZWEREINLTWD,

(figah)
15.1.2 KEELESKLE (FDA) OAXTFU L AOFESR, FrCAMAIKIC LY AZRBE/TENY 27
NERTAHZ LR REINEZZEETREH LT,

(2) JEBGERERERICE D < 1H#R
BIE STV
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X. JERRARERERICBI9 SIEH

1.

EIEAER
(1) EhFEHAER
VI ZEEICEY SEB ) OEHEM

(2) R MEEERER
MM ER e L

Q) T DD E AR
P & HER S 4 2 PRI OO 1 E 2 S HEFE O DA ) - IEAR T3R8 b TV D (f X 1 =)
D, LM R R ERNEEE D A Tunan 817

. EBMERER
(M BEEEEHHER
LDsy (mg/kg) '®
\\\\:??\ ICRF%~ 7 A SD% 7 b
e i d ? d ?
% 5 >15,000 >15,000 >15,000 >15,000
fia T >10,000 >10,000 >10,000 >10,000
fE kE N 14,200 13,300 >15,000 14,200
(2) REHEE SRR
SD % 7 v T 10~2,000mg/kg % 30 H [Ediisk 05 L2 BRI, M 640mg/kg LA . I 160mg/kg
L EIZ B W TEREIGM O, FFAERATRD Haviz, IR T CNTIR O 3 2 1k 22 X B L 72 s
ST, o, IROEHAERCIIERIREEEM, MEa L AT a— 10 L& FHEROBEMNRRD 5
iz, 640mg/kg LA T OEHFHZR WO TR T REEIC R FITRD TR0 19,
SD 27 » MZ 10~160mg/kg % 6 » H ik 05 L7 FEBR ik, M 40mg/kg DL . #f 160mg/kg (235
WTTRERINO BRI 2358® DTz, IR« MR « Mk ER bR T R O B gs O 59 BRAR AR 0 i AL s
WTIEHEANC L D B2 LN DF LWEFATRITERD STV 70 19,
Q) EEHFMRR
28 B
FOOOR MR (MIC JIE K& O rec assay) | I BB K OVE ERR BB O W ORBRIZE W T
BEHThH D,
4) DA TR PEEABR
MR L
(5) ENEFAE SRR
DAEARRT - SEARPI R G558k : SD R T v MZ 2, 10, 40mg/kg Zidfeit A& G L7 FERRTIEL, AJHEE
OB LEANC L D LB 2 6N 2 BEFTRITERD TR0,
)BT AR 5B 20 . SD R T v BT 3. 10, 40mg/kg % HFiRk 05 L EBRTix, BIEROEE
WK LIRANC L D B2 B0 BT IERD Hiv T,
3)VEFEW « ARG RBR : SD 2T v M 2, 5. 10mg/kg A EFEHR QG L- BRI, BRI,
IR L O AR LERANC K D B 2 6D BE AT IR O Ty,
(6) B PRI 1 A B

MM ER e L
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(1) £ Db DHFERFE

1SR A7 2D
THAFLTORBOFER, T B RAMIELOEEERED STV 5,
)bk 22

ENEY NTOREBBIET T 74 7F% v —va v 7l ZHBIET T 70 7% v —va v 7Rk
X Reversed Passive Arthus it d B WITHER T VRSO DT ORERICBWTHRRMETH 5,
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X EEMFERICEYHIER

1. HRHEES

A . 7 R 82 0.5mg, 58 Img, 52 2mg. KL 0.1%. HBKL 0.5%
FFREARSE (B R ER) | AT
W) FE-EMEOMFEICIVERTSZ L

FPREAREE (58 =l AR EK)

BERsy - 7 a8 n

2. A
A < 3 4 (Rt

3. BERETOIIE
IRARAF

4. BV LEDEE

Bz i-oS<)

20. BELVEDEE
(BLEIHE)
HIZLVEETDH LD
(&)

b5,

NTAET, AMEBAERITEDE L TRFT S 2 &,

5. BEMITEM
BEMERLTA R HY
<FVDOLEBY : HY
Z OO BE T ER

6. F—Hi% - A%

EEE R L

[l —p3E . VAR Y —L

IF]

1. EREE£AE
b

REMREARGEEA B
7 FE 8 0.5mg :
7 v Rt E Img :

7 v Rt E 2mg :

7 v R ML 0.1% -
7 Rl ML 0.5% :
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ZHREST%h R | INDICATIONS AND USAGE

()

Seizure Disorders: Klonopin is useful alone or as an adjunct in the treatment of the
Lennox-Gastaut syndrome (petit mal variant), akinetic, and myoclonic seizures. In patients with
absence seizures (petit mal) who have failed to respond to succinimides, Klonopin may be useful.
Panic Disorder: Klonopin is indicated for the treatment of panic disorder, with or without
agoraphobia, as defined in DSM-V. Panic disorder is characterized by the occurrence of
unexpected panic attacks and associated concern about having additional attacks, worry about the
implications or consequences of the attacks, and/or a significant change in behavior related to the
attacks.

MER O &
()

DOSAGE AND ADMINISTRATION

Seizure Disorders:

Adults: The initial dose for adults with seizure disorders should not exceed 1.5 mg/day divided
into three doses. Dosage may be increased in increments of 0.5 to 1 mg every 3 days until seizures
are adequately controlled or until side effects preclude any further increase. Maintenance dosage
must be individualized for each patient depending upon response. Maximum recommended daily
dose is 20 mg.

Pediatric Patients: Klonopin is administered orally. In order to minimize drowsiness, the initial
dose for infants and children (up to 10 years of age or 30 kg of body weight) should be between
0.01 and 0.03 mg/kg/day but not to exceed 0.05 mg/kg/day given in two or three divided doses.
Dosage should be increased by no more than 0.25 to 0.5 mg every third day until a daily
maintenance dose of 0.1 to 0.2 mg/kg of body weight has been reached, unless seizures are
controlled or side effects preclude further increase. Whenever possible, the daily dose should be
divided into three equal doses. If doses are not equally divided, the largest dose should be given
before retiring.

Panic Disorder:

Adults: The initial dose for adults with panic disorder is 0.25 mg bid. An increase to the target
dose for most patients of 1 mg/day may be made after 3 days. The recommended dose of 1
mg/day is based on the results from a fixed dose study in which the optimal effect was seen at 1
mg/day. Higher doses of 2, 3 and 4 mg/day in that study were less effective than the 1 mg/day
dose and were associated with more adverse effects. Nevertheless, it is possible that some
individual patients may benefit from doses of up to a maximum dose of 4 mg/day, and in those
instances, the dose may be increased in increments of 0.125 to 0.25 mg bid every 3 days until
panic disorder is controlled or until side effects make further increases undesired. To reduce the
inconvenience of somnolence, administration of one dose at bedtime may be desirable.
Treatment should be discontinued gradually, with a decrease of 0.125 mg bid every 3 days, until
the drug is completely withdrawn.

Pediatric Patients: There is no clinical trial experience with Klonopin in panic disorder patients
under 18 years of age.
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AERATGE | PRECAUTIONS
(2017410 A) | pediatric Use: Because of the possibility that adverse effects on physical or mental
development could become apparent only after many years, a benefit-risk consideration of the

long-term use of Klonopin is important in pediatric patients being treated for seizure disorder.
Safety and effectiveness in pediatric patients with panic disorder below the age of 18 have not
been established.
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